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^^^(PDTHl %*lg-*\ , ^V7l Sr^lS 5*1 3fe 

iiM ^(porphyrin) ^5J^ ^afl^-S-S. «|-g- ^tr 3°l^r. 

Sj.*V^i l 




H,C< 



OR 



5. 1 



5E.s.3Xl^ (porphyrin), PDT 
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e s\ Q Sj-^-l-{PORPHYRIN DERIVATIVES} 
Hl^r ^ sj-^-^2 Sj-tJ-l-sl UV i^B^ 

5L3^ nj-o.^ o-sfl EMT6 tfl*V 45- ^-§- MTT assay ^ ^4 

*ftS. a>^^ 71 °l^>7l iflsH Annexin V/PI <*^-gr ^1*V ^4 

£7^r ^ ^A^H tcf^ A] ^ ^ 

-£8-^ EMT6 ^li^sl Dl^^ce]o|-ov ^^^(MMP)l- zteflH 

£9^ EMT6 -MliS -fr 1 ^ n>o.^ #<#olH DH-I-180-3^ <>^1 ziefl^ 

£10£- EMT6 -fi-^ n>-° ^ojlA-] DH-I-180-3ofl ^ 

<11> ^. ^tg^ ^^^(PDTH ^l~§-£l^r ^>7l 21-^-^1^ 3>1 £} *r 
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^(photosensitizer)^r °1 ^l^^l ^Jl <& f-^ V*^* ^ 7l# 

<ie> °flM-©1, ^^sl ^]S7l^ #71^ #11-8- ^ D -!j^H 3«fl tfl^H ^ 

o]ofl ^^*V light)-!- 2:4f^, ^71^ #°1## A>^«.7># «-^^A] 

^ ^-§: ^<H*oK sing let) #Efl2] aV^s 717114, A)l^^ ej^^* ^V-tTiq- ^ Afl 

<17> olfr)*> #n]#Aj iS3X| ^(porphyrin) ^ S*W°1 tfla^oicfl, ^ofl^ #« 

$ ^-g: #ul 7># ^J9.t> til^^ >H15E -^43 °1 €■ ^^Hd 

(700-900nmHl 3«fl ^J°lt «Jo.7l*r 3f^> ^7l#Efl# Jl#^ 0.5. ^ ^ 
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V. 

<18> O] ^55]^ -B-£^^ °^flm f^^^Hl ^HP^j^^ |f * ^ 

<i9> isjq^ ^-^7l#^1, al^- s.^(U.S. Pat. Nos. 5,633,275, 5,654,423, 5,675,001, 

5,703,230 ^ 5,705,622)5}- l££?lni ^tb ^ -^(U.S. Pat. No. 4,882,234)^1 

<20> se^, BPDMACverteporphin, W0 97/29915)^ wfl^i^^ -fK£*ll5.^ ^*fl "-oj-j^ ^ 

^l^l ^--g-fV 7}-^ 0 l E^s]^ m -THPC(W0 97/48393) St o>^s] ^#^^(CA 2121716; 

JP 09071531)^ ^-i^ll-^i -B-£^l£ PDT«fl <y t}^ 7 > -I^sf 

^°fl ^-^H 9Xtt 4 v ^-°lcf.(W0 97/19081, W0 97/32885; EP 569113; U.S. Pat. Nos. 
5,587,394, 5,648,485, 5,693,632) 
<2i> ol&|*V iS2]^7ll sj-^t-^ ^S-EflS^l^^s^^CTPP)^ -Fh51*flol7ii4 # 

<22> <^7l^ ( cj-oj^v A^Jg.^. ^Al7l^ 3^ ol 7 l 
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<23> 



<24> ZLfiC-1], #^5.^1 €*fl A>-§-^ J7 ol^ ^7} 

#^ o]*fl afl^^o] ^o^ ^-s-^ol aJL, 7>^ol ZL7|-<y ^^o] olo 

<25> n^.^, £ ^olHfe, #7] ^2fl<3] jfl^ ^0. S> 

-fr #3.^?H tl^l, ^* <£*Hr 

<26> £ ^-^^lS^(PDT)^] ^>-g-£]^ , ^>7l 3fr«Hl3. 

<27> : 



A oM ^HH, R, , R 2 ^ ^ ^cf. 5£^ ( #71 5^#£- 



<28> 
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<30> 



BeH^^lM-^, EflH^l^^l#sl#, ^eH^^-I- S£ 



<31> 



<32> 



7l-g-nfl(#. tSSif, ^Ml^)! °]-§-*H 2fl^.3X)Ei(pheophytin) a 10-^1 = ^- 

aHI^e] a § ^#$>jl, ^aS^S^^s] , TLC ^°-S- ^:^}JL, a> gc^. <*7l<i| 

3M|*HH *2£r SE^r t^e}.^ aV-g-Al^ jtfl _°^ia}-ol = (pheophorbide) a 

ofl^Efls SE^ 10-^1 H.^- *1 3)1 w>o] c a ofl ^Hl^Sl^.* <g£. ^j.^ olf ^l-g-S} 

^^7l^HA-l ^oj «V-g-Al^ <£^C]-. 



<33> 



<34> 
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OR 
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(S^M 0) 



1) 



<36> 



<37> 
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<38> a>-§-g-7lofl Dfll3ll5.5EH>olc a Dfllofl> 1 Efle.(S)-?)-^ 0) 100mg sj^c} I6mg^ #^ofl 

15mL# ^-btK ^71^1 0.033mL» ^Jl ll^l^HH 16^1 ?i ^<L> 7><i*> 

sH, *>7l 5j-*M2^ 73mg# °1 Sr^l-^r DH-I-180-3°1 

DH-I-180-3^1 UV ^H^-i- M-Bf^nf. 
<40> s).*}.^ 2CDH-I-180-3) 

<41> 




OH 



<42> 'H NMR (500 MHz, CDC1 3 ): 69.53 (s, 1H, 

meso-H), 9.40 (s, 1H, meso-H), 8.57 (s, 1H, meso-H), 8.00 (dd, 1H, J = 6.3, 
11.5 Hz, CH 2 =CH), 6.30 (d, 1H, / = 18.1 Hz, CH=Ctt>), 6.27 <s, 1H, CH), 6.19 (d, 
1H, / = 12.8 Hz, CH=Cfl», 4.49-4.45 (m, 3H, CH and OCH2), 4.26-4.24 (m, 1H, 
CH), 3.72-3.66 (m, 4H, CH 2 and OCH2), 3.69 (s, 3H, CH3), 3.55 (s, 3H. OCH 3 ), 
3.49-3.39 (m, 4H. CH2OCH2), 3.41 (s, 3H, CH3), 3.31 (t, 2H, / = 4.6 Hz, CH 2 ), 
3.26-3.23 (m, 5H, CH 2 and CHa), 2.66-2.21 (m. 5H, CH 2 CH 2 and OH), 1.82 (d, 
3H, / = 7.3 Hz, CHa), 1.70 (t, 3H, / = 7.6 Hz, CHa), 0.54 (br s. 1H, N-H), -1.62 
(br s, 1H, N-H). 

<43> $m*\2£) DH-I-180-3<^1 ^ ^ ^-§- Z}$Xv}-. 

<44> ^S?J£-, ^H^2}-^eH(99.999% 3-^5. ^7] ^1~§-HH -g-nj)^ -f-^-oJK^ 3 a>, HPLC 

grade), -g-^ ^ -tkL^S 2.1 >40- 3 M, 21°C^cf. 
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<45> &<U^ #± 91^ ^r^^K \ excitation = 508nm)# £2^1 M-e^jl, o]s.«-e^ 

°^\^r^ 0.60(5%) 3.*!, ^"Efl^ av^s. a^a) <£*Hr-i: 0 l -f^sj-ji ov^§ 

<46> ^afl(^#*l^) 

<47> a o v 7 i ^-^2^1 DH-I-180-3* °l-g-s>^ M -B-f-sU IS 

^(photogem, , *4 V ^ *>-g-*>£tK 

<48> -f -B-«J-<y- ^li(EMT6 ; 1 >10 6 cellsM-r-^)-!- BALB/c *}-t-^(^ "% 12*}?) M 

t\jL, 7~10<£ 1% Tween 80°-S. sHtr DH-I-180-3(^ # 0.4, 0.8 mg/kg)4 ^>-g- 

^^5. 5]^*V v}°-+ # 2 mg/kg)# ^ ^r*}^. 

<49> ^Af 3Al^> * Df-fif "H?M^ ^-5.^1 ^Ht °1 °i 1.2 JS ^^HVH 2-3^ #3 

iLS ^S^-fr ol-g-^c^ ^<#o} 3.711- -§--§;, ^-Ajoll ^ofl D^Aoj 

<50> A]*jafl(i n vitro) 

<5i> -R-U-«£ ufl^HCtifl^afl*! ; DMEM + 10% FBS + 100U penci Ilium + 100 fig 

streptomycin) *}-%--5}<%t\- . 

< 52 > 4lf a o v 7 i Hfl^oflAi tiflo^ ^ o 25% B^^l - EDTA1- ^M^V ^ H 

°l-g-*fl *flX* 3l^tr4. 

<53> 2 >!0 5 cells/ml^ 43M- 35 mm culture dish^l 3 ml^7>*l-^ 24*]?} ^-91 5% CO 

2 wfl<#7HH «ti°<^H 2.-E- ^1£7} dish^] £]7ll 
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<54> DMF°fl -g-*fltr DH-I-180-3# <*|ei ^JES. SH^M 35 mm culture dish^l %7}-&}<%r\. o] 

nfl, DMF°1] ^tr Jl4* «Ml*f7l A r -8-tr DMF^ 0.5%« #5M. 

<55> ^7|-*>J1 1*12: ^, 1.2 J£) ^ 

* SAf^^cf. ^Aftr culture dish! ^^7)S. «fl<y=*>^4. 

<56> PDTofl ^tb ^lSE.-^-^ 24Al^> ^ofl MTT assay!- °l-§-*r°} ^^ji, x\]S.Q\ ^Efl^ 

<57> ^-7] £ ig^o} °-^( DH -I-180-3)# Al^^-ofl ^o^^, rfl^^S 7} ^9] 3. 

<58> 5L3^]fe 44-^ 4}- efl EMT6 ^1S<*D ^tr 41 S. =-^4 MTT assay *£SLS. ^^f* M- 

<59> ^ flfe wl-sq- ^-ol, cfls^Ccontrol), 2A}t nfl(light), -g-*im ^ 

^-?-(DMF), ^o] nfl(p s (2) only), #*!#^ # ^ (DH _ I _ 180 _ 3) ^ 

"o"-E-= t^S^M ^tr ^4, ^4 -§- D fl ^ ^ -foliar 4i 

J±o]*l DH-I-180-3^ o.2 fig ^ nfl ^^-JL, 

0.4 /zgoflAi LD100 °] u|-e}-i4 ^^^^7]. 0.4 jt/g^ ^ SU&^f. 

<60> £4«11^ AJ|5. Aj-igs] 71^1- <3^-<5>7l fl*H Annexin V/PI 41*1$ l}-b}- 

M- & E^l^ ^-ol ( cfls^lA^ 90%ol^-ol oi^ y}^, PDT ^3^(0.4 m 

/lhrHH-^- 50-60% o]-# ^17} HA}(cell apoptosis)^^.^ EMT6 *\]2.7} ^}^S]jl &-g--|: 
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<6i> £5^ #*J#a)|S] ^Sa* *fl, ^livflofl <gn>u|. ^o] (uptake)^ 7>1- ^ 

£1^1, ^|JEvfl ^SE.* FACs^# £4, ^51 ^ 

^li^-^sf HliiLSH ioj.-g- nfl >g-$^-7fl7> ^^it!- 208.92 MFI(*g^# 

^, #^M3 M DH-I-180-3^ ^£7> 0.4 fig^r 3<H 0 V& ^la^ol 

711 M^tf* ^ 

<62> 5L6-B- Al^ofl Of^ ^It^M AflX^ 

^4 ti]msH nfl, MFI7> 208.92, ^, ^^o] 60 ^--g: S) «H °>^T 
#*>7ll H-El-^Cf. 

<63> £7^ ^ ^AHl7H] CCJ-S. ££SA | ( 2:A>§>^ ^ ^7l7> 1.2 J 

°^ °fl 7^> ZL ojAj-ol £)c^ £ O]^ Jrj^ o}^ ^ o. - 61^ 

<64> £8-8: EMT6 ^litfl^ n]£^=.E)o>B]- i^AKMjjp)^. n^o.^ , PDT Jf- M] 

3.2] MMP# #^^>7l 31 *H jc-i dyeS. <M*M FACs PDT°fl ^«fl MMP7> 

<65> ^ ( £9^ DH-I-180-3AS. ^el^ EMT6 Afl3E*)| ^«fl ^<#°1 BALB/c °>-?-^^ 

c^l-^ vf^-ufl JESS.*!, ^5]^ cflS^ ^ SSH^CS 

<66> 51 10-^ £9^ ^^-ofl 51*11 *\ nV-fi^ ^€^d£.3., PDTS. °m ^#°1 ^i\2i 

5-°fl ^41- M-Ej-yfl 
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<67> ol^voj zj. ScflS, #^(DH- 1-180-3)£] ^ 3 *1 3 M , 

PDT°1] ^>-g-*V #^ ^-S.^ 0.4 /ig/ml , l^^V, 2iA}7^^ 

1.2 J, ^^S] &*\-8r 24*1 --g.*}.^ 

<68> tfli^oi *}-g-^ ^JE7> 50-100 //g/ml ^lJl, 24*1 *> 

o] 7]x+5_ ^iifl Jl3|-3 0 1*1 ^s>ji ) u]o] SA>7j-£ £ t^S] DH-I-180-3«fl 

10~100wfl ol>S-ol^o> ^ ^ ^ 9X°], ^ ^ %"A#^ #^(DH-I-180-3)^ 

5:41 

<69> #7HH w>4 ^3 s]-«Mi£| isjq^ ^1*)- 

aJ°-S Sj-g- 7>^*1 <*ofl 4 = ^, 7l#^ t£ 7 fl^ ^o.^., c^j. ^ 
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